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TW THE CLAIMS 

Claims 1-22 (canceled) 

23 (previously presented) A bacteria useful as a vehicle tor 
gene transport and gene transfer to eukaryotic cells of an 
organism for inducing a targeted somatic transgenesis in cells, 
tissues or organs, except the germ-line cells of the organs, 
the bacteria comprising a foreign DNA integrated into an 
episomal vector, the transcription and expression of the forergn 
DNA being under the control of a eukaryotic regulator gene 

selected from the group consisting of a promoter and other 

regulatory sequence, wherein the bacteria: 

a are vital and viable in the organism; 

b. have pathogenic properties selected from the group 
consisting of: 

i fully pathogenic; 

ii attenuated in one or more of the following ways: 
attenuated to prevent the bacteria from 
inducing apoptosis of the eukaryotic cells, 
attenuated to restrict the intracellular 
motility of the bacteria, and 
attenuated so as to permit efficient 
elimination of the bacteria after the 
foreign DNA is transferred to the eukaryotic 
cells; and 
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iii. naturally not pathogenic bacteria that is 
provided with additional pathogenicity factors, 
said factors enabling the bacteria to infect the 
organism in a controlled manner, to advance into 
the organs and tissue of the organism, and to 
transfer the foreign DNA to remote somatic cells; 
c reach the target organ in the organism according to 
their typical cycle of infection and by their 
typical route of infection and are able to transmit 
the foreign DNA into remote somatic cells; 
d have the route of infection that is directed and 
locally limited either naturally or due to a 
specific genetic alteration of one or more genes 
selected from the group consisting of: 

i. genes that influence the reproduction of the 
bacteria in the eukaryotic cells, 

ii. genes that reduce the pathogenicity of the 
bacteria in the organism, and 

iii. genes that inhibit the survival of the bacteria 
in the environment after the bacteria is 
excreted from the organism; and 

e. having the cycle of infection that can be limited in 
time and terminated by use of an antibiotic. 

24 (previously presented) The bacteria of claim 23, wherein 
the promoter and other regulatory sequence originate from the 
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previously selected target organ or are optimized from the 
target organ. 

25 . (original) The bacteria of claim 23, wherein the bacteria 
further comprises an additional exogenous suicide gene. 

26 (original) The bacteria of claim 23, wherein the bacteria 
belongs to a genus selected from the group consisting of: 
Aeromonas, Bartonella, Brucella, Campylobacter, Clostridia, 
Knterobacteriaceae, Legionella, Listeria, Mycobacterium, 
Renibacterium, Rhodococcus, and a genus that is genetically or 
biochemically related to them. 

27 (Currently amended) A bacteria useful as a vehicle for gene 
transport and gene transfer to euxaryotic cells of an organism 
for inducing a targeted somatic transgenesis in cells, trssues 
or organs, except the germ-line cells of the organism, the 
bacteria comprising a foreign DNA integrated into an episomal 
vector, the transcription and expression of the foreign DNA 
being under the control of a euxaryotic regulator gene selected 
from the group consisting of a promoter and other regulatory 
sequence, wherein the bacteria: 

a are vital and viable in the organism; 

b. have pathogenic properties selected from the group 
consisting of: 
i fully pathogenic; 

ii. attenuated in one or more of the following ways: 
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(1 ) attenuated to prevent the bacteria from 
inducing apoptosis of the eukaryotic cells, 

(2) attenuated to restrict the intracellular 
motility of the bacteria, and 

(3) attenuated so as to permit efficient 
elimination of the bacteria after the 
foreign DNA is transferred to the eukaryotic 
cells; and 

iii. naturally not pathogenic bacteria that is 
provided with additional pathogenicity factors, 
said factors enabling the bacteria to infect the 
organism in a controlled manner, to advance into 
the organs and tissue of the organism, and to 
transfer the foreign DNA to remote somatic cells; 
reach the target organ in the organism according to 
their typical cycle of infection and by their 
typical route of infection and are able to transmit 
the foreign DNA into remote somatic cells; 
have the route of infection that is directed and 
locally limited either naturally or due to a specific 
genetic alteration of one or more genes selected from 
the group consisting of: 

i. genes that influence the reproduction of the 
bacteria in the eukaryotic cells, 

ii. genes that reduce the pathogenicity of the 
bacteria in the organism, and 
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ill. genes that inhibit the survival of the bacteria 
in the environment after the bacteria is excreted 
from the organism; and 
* e having the cycle of infection that can be limited in 

time and terminated by use of an antibiotic; 
wherein the bacteria contains a dapE gene ™/ 
nucleotide seance set forth in SEQ ID NO. 1 

sese , .herein the dapE gene or the matching gene is deleted or 
inhibited by blocking or mutation. 

e ~i^ m 01 wherein the bacteria is 
28. (Original) The bacteria of claim 27, wnerei 

of strain Listeria monocytogenes. 

29 (currently amended) A bacteria useful as a vehicle for gene 
transport and gene transfer to eukaryotic cells of an organism 
for inducing a targeted somatic transgenesis in cells, tissues 
or organs, except the germ-line cells of the organism, the 
b acteria comprising a foreign » integrated into an episom 1 
vector, the transcription and expression of the foreign DNA 
being under the control of a eukaryotic regulator gene se ected 
from the group consisting of a promoter and other regulatory 
sequence, wherein the bacteria: 

a are vital and viable in the organism; 

b . have pathogenic properties selected from the group 
consisting of: 
i. fully pathogenic; 
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±i attenuated in one or more of the following ways: 
' (1) attenuated to prevent the bacteria fro. 

inducing apoptosis of the euKaryotic 
cells, 

- a t-o restrict the intracellular 
(2) attenuated to restriou 

motility of the bacteria, and 
(3 , attenuated so as to permit efficient 
elimination of the bacteria after the 
foreign DNA is transferred to the euKaryotxc 
cells; and 

Ui. naturally not pathogenic bacteria that is 

provided with additional pathogenicity factors 

sai d factors enabling the bacteria to infect the 

•™ in a controlled manner, to advance into 
organism in a coiiuiuj. 

th e organs and tissue of the organism, and to 
transfer the foreignDNA to remote somatic cells,- 
c reach the target organ in the organism according to 
their typical cycle of infection and by ~ 

j =T-<» able to transmit tne 
route of infection and are able 

foreign DNA into remote somatic cells; 
d have the route of infection that is directed and 
locally limited either naturally or due to a specif c 
g enetic alteration of one or more genes selected from 
the group consisting of: 

i. genes that influence the reproduction of the 
bacteria in the eukaryotic cells, 
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ii. genes that reduce the pathogenicity o£ the 

bacteria in the organism, and 
iU . 9 enes that inhibit the survival of the bacteria 
in the environs after the bacteria is excreted 
from the organism; and 
, e. having the cycle of infection that can be lifted in 

" tin* and terminated by use of an antibiotic; 
wherein said bacteria containing a ^^JZl^ 
nucl eotide seance set forth in SKO ^^Z^Z^Z 
^^r^te^^rrrching gene is deleted 
or inhibited by blocking or mutatxon. 

•f riaim 2 9 wherein the bacteria 
30. (Original) The bacteria of cla a m 29, 

belongs to the genus Listeria. 

3 , (pr evious ly Presented, X ^^J^ 
„togenes » ^ which is ^ th e number 

Collection of Microorganisms and Cell > 
o£ 11881 and is suitable for use according to claim 23. 

■••ma bacterial strain Listeria monocytogenes BGD 

32. (Original) A bacterial ^ 

Delta act, Delta plcB, which is ^po^a ^ ^ 

collection of Microorganisms and Cell Cultur , 

j ■ =,H fable for use according to claim 23. 
11882 and is suitable iw 
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■ i strain Listeria monocytogenes EGD 
33 . .ordinal, * bacterral trarn 

Delta csp. ^---^ r s V under the ^ U«3 - 

of Microorganisms and Cell 

is suitable for use according to claim 22. 

• of claim 23, wherein the bacteria 

-v, ri for the production and extraction of 

35. (Withdrawn) A method for the p 

proteins, comprising: veh icle for gene 

a . providing bacter^ as ^ ^ ^ 

transp ort J-^-^, for lnducing a tardea 
organs (a P ^ Qr organs , 

somatic transgenes.s m these c ^ 

except the --^/^jU .nteiatea in an 
h3rt - er ia comprising a roreiyi 

! llal vector, the transcription ^ expressron o 

nMA being under the control 
the foreign DNA Demy 

eukaryotic regulator gene; 
b . infecting the eu.aryotic somatrc cells of th g 

wit h the bacteria to ^^^^ to produce 
transgenic cells expressmg the forexg 
a foreign protein encoded by said forergn DNA, and 
a toreiyn ^ cell, tissue or 

c . isolating the foreign protern from the 
organ, wherein the bacteria: 
i. are vital and viable in the organism; 
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(1) 
(2) 



h ave pathogenic properties selected fro™ the 
group consisting of 
fully pathogenic; 

attenuated in one or more of the following way : 

(a) attenuated to prevent the 

inducing apoptosis of the euKaryotic cells, 

(b) attenuated to restrict the intracellular 
motility of the bacteria, and 

o as to permit efficient 
(o) attenuated so as to P 

elimination of the bacteria after 
for eign DNA is transferred to the eufcaryotic 
cells; and 

, naturally not pathogenic bacteria tha 

provided with additional pathogenicity factor-, 
said factors enabling the bacteria to infect the 
r anism in a controlled manner, to advance into 
the orga ns and tissue of the organism, and to 
transfer the foreign DNA to remote somatic cells; 

Li . reach the target organ in the organism ^according 
to their typical cycle of infection and 
typical route of infection and are able 
transmit the foreign « into remote somatic 

v . ::; s; the ^ of - -7--: 

■ locally lifted either naturally or due to 
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specific genetic alteration of one or .ore genes 
selected from the group consisting of 

(1 , genes that influence the reproduction 
of the bacteria in the eukaryotic 
cells, 

(2) genes that reduce the pathogenicity of 
the bacteria in the organism, and 

(3) genes that inhibit the survival of the 
bacteria in the environment after the 
bacteria is excreted from the organism,- 
and 

v having the cycle of infection that can be limited 
in time and terminated by use of an antibiotic. 

.u x „f rlaim 35, wherein the method 
3 , Withdrawn, The ^^^ ^ foreign protein 
further comprises the step 
isolated from the cell, tissue or organ. 

37 (Withdrawn, The method of claim 35, wherein the foreign DNA 
ontrolled by a promoter and other regulatory sequence, 

ir ::: Uter - ^ ^ ^ ::: 

from the previously selected target organ or are optimised 
the target organ. 

38 Withdrawn, The method of clai m 35, wherein the bacteria 
further comprises an additional exogenous suicide gene. 
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u * of claim 35, wherein the bacteria 

„. (wit — , *» ^ ^ consisting o£: 

bel on gs to a 9 - ; ele ;;; ceilai campylobacter , ao.^.. 

Aeromonas, Bartonella, Listeria, Mycobacterium, 

Enterobacteriaceae, Le9i ° n ^ a ' that ' is genetically or 

Renibacterium, Rhodococcus, and ge 
biochemically related to them. 

40 . , Wl „, The method . - J ^ ~ ^ 

SEQ id NO. 1 or a g wherein ^ dapE gene 

nu cleotide positions wi h th P ^ ^ or 

or the matching gene is deleted 
mutation. 

v, ^ of claim 35, wherein the bacteria is 

41 . (Withdrawn) The method of claim 
ot strain Listeria monocytogenes. 

„ * f claim 35, wherein the bacteria 

42 . .withdrawn, The method of < - ■ ^ ^ ^ 
contains a cspL gene having a nuol ^ nucleo tide 

^ — d by blowing or mutation. 

43 . (Withdrawn, The method of claim 35, wherein the bacteria 
belongs to the genus Listeria. 
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, , claim 35, wherein the bacteria is 
44 . (Withdrawn, The method of cla- which . 3 

o£ the strain Listeria -""^^ o£ Mlcroo rganisms an, 
posited at the DSMZ (Cerman 
Cll cultures) under the number 11881. 

«. (Withdrawn) The method of claiB " J^"^. actA Delta 
o£ the S train Usteria — oge^d ^ ^ 

plcB , wh ich ^ t : es) under th e number of -8, 

Microorganisms and ceii 

., f claim 35, wherein the bacteria is 
46 . (Withdrawn, The method of a ^ ^ is 

o£ the strain Listeria monoc y to g enes mcroorganisms and 

posited at the DSMZ (German collect, 
cell cultures, under the number o£ 11883. 

■ 35 wherein the organism is 
47 . (Withdrawn, The method of claim , ^ 
selected from the group cons ist.ng o = ^ ^ ^ 

with the transgenesis being induced ^ ^ ^ ^ 
of the working anrmal l ^ ^ lacta ting animal, 

r™::-rrr - — - - - 

the poultry, 
the method of claim 35. 
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, , 7 r in which the somatic 
„. (Withdrawn, The method of claim 35 in 
transgenic tissue created through xnf.ct.on with 
of claim 1 is replanted in an entire organs. 

v. „f claim 35, wherein the foreign 

50 . (Withdrawn) The method of claim 

pro tein is selected from the group con ng o 
regulation factor, enzyme, enzyme inhibitor 
monoclonal antibody. 

nf r i aim 47, wherein the foreign 

51 . (Withdrawn) The method of claim ^ ^ 

protein is useful as a drug, vaccine, 
diagnostics . 
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REMARKS 



«f the Office Communication of 
Revi ew and reconsideration of the Of ^ 
July 10. 2003, i. respectfully revested 

following remarks. reaue sting that the Applicants 

Basically, the Examiner rs requesting 
provide support for the newly added ligations 
nucleotide positions" in Claims 27 and 2^ ^ 

In response, ^ ^ ^ ^e positions, »o 
deleting the limitation "50-60* 

n ew matter has been added to the ^ ' q£ ^ Notice of 

FaTO ra b le consideration and early rssuanc ^ 
A1 lowance are respectfully requested^ Sho ly 
-» — - red I"Ucated telephone 



remain prior to allowance, ^ ~ „ t „ 
requested to contact the undersigned at 
number . 

Respectfully submitted, 

PENDORF & CUTLIFF Registration No. 45,630 

5111 Memorial Highway 
Tampa, FL 33634-7356 
(813) 886-6085 

Date: September 29, 2003 
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